09/T?8/2003 21:02 FAX 212 753 6237 DARBV & DARBV PC 1008/020 



Listing of Claims 

This listing of claims will replace all prior versions, and listings, of claims in the 
application. 



1.-46. CANCELED, 

I 4. (CURRENTLY AMENDED) A sustained release therapeutic nail varnish composition 
icomprising: 

(a) an antifungal effective amount of an antifungal agent; 

(b) a keratolytic agent in an amount sufficient to increase and facilitate 
penetration of said antifungal agent into the nail p ermeahilit^r nf Thn unn; 

(c) greater than 3 % (w/w) of a humectant to trap water; 

(d) water in an amount sufficient to hydrate the naU and thereby to further increase 
permeability of the nail in combination with said keratolytic agent; 

(®) a liquid nail lacquer component comprising a polymeric fihn forming agent and 
a volatUe solvent, said agent selected to form a sustained release film upon application 
of said composition on a nail and evaporation of said volatile solvent; and 

(f) a- volatil e s olvont; 

said sustained release film configured to trap water from said composition and maintam it in 
contact with said nail, said water and said humectant in combination still farther facilitating 
penetration of said antifungal agent into the nail, and tliereby enhancing therapeutic 
effectiveness of said antiftmgal agent. 



(ORIGINAL) The nail varnish of claim jd wherein said antifungal agent is selected 
/from the group consisting of amphothericin B.'Mitefanine, butoconazole, carbol-fiichsin, 
ciclopirox. clioquinol, clotritnazole. econazole, gentian violet, ketoconazole, miconazole, 
naftifine. nystatin, oxiconazole, sodium thiosulfate. terbinafine. terconazole. tolnaftate. 
undecylenic acid, therapeutically acceptable salts thereof, derivatives thereof and mixtures 
thereof. 
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^ 49. (ORIGINAL) The nail vamish of claim 4^, wherein said antifungal agent is 
/clotrimazole or miconazole nitrate. 



50. CANCELED. 

51. CANCELED. 



5^ (ORIGINAL) The nail varnish of claim^ wherein said keratolytic agent is selected 
from the group consisting of urea, sulfur, salicyclic acid, podophyllum resin and mixtures 
fliereof. 



^ sjj. (ORIGINAL) The nail varnish of claim ^wherein said keratolytic agent is urea. 



54. CANCELED. 

55. CANCELED. 



^ sj. (ORIGINAL) The nail varnish of claim^, further comprising an antibacterial agent, 
an antivu-al agent, an antipsoriatic agent or mixtures thereof. 



^ s). (ORIGINAL) The nail varnish of claim 5^, wherein said antibacterial agent is selected 
ftom the group consisting of bacitracin, clind^ycin, erythromycin, gentamicin. mupirocin, 
neomycin, tetracyclines, polymyxin B. benzalkonium chloride, boric acid, hexachlorophene, 
iodine, iodoquinol, mafenide, mercury ammoniated, metronidazole, nitrofurazone, selenium 
sulfide, silver sulfadiazine, salts thereof, derivatives thereof and mixtures thereof. 




58. CANCELED. 
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59. CANCELED. 




(ORIGINAL) The nail varnish of claim |6, wherein said antiviral agent is selected from 
le group consisting of acyclovir, amantadine, cidofovir, famciclovir, foscamet, ganciclovir, 
palivizumab, penciclovir, ribavirin, rimantadine, valcyclovir, salts thereof, derivatives tiiereof, 
and mixtures thereof. 




61. CANCELED. 

62. CANCELED. 



^ Jh. (ORIGINAL) The naU varnish of claim 5^. wherein said antipsoriatic agent is selected 
I /from the group consisting of alclometasone, amtinonide, betamethasone, clobetasol, 
clocortolone, desonide, desoximetasone, diflorasone, lluocinolone, fluocinonide, 
flurandrenoiide, halcinonide, hydrocortisone, mometasone, prednicarbate and triamcinolone, 
salts thereof, derivatives diereof, and mixmres thereof. 



64. CANCELED. 

65. CANCELED. 



J V) ^. (ORIGINAL) The nail varnish of claim wherein said humectant is selected from the 




■group consisting of glycerol, sorbitol and mixtfces thereof. 

67. CANCELED. 

68. CANCELED. 



Serial No. 09/534,960 r. k, 

Response lO OfBce Adon dated April 8. 20)3 3M0/QK188 



{M:\3940\0kI88\0004999l.DOCIIDIIIIiniIIIIIIlllDD } 



Receive(lfroin<2127536237>at9/8/039:08:56PM[EasteniDayli9htTime] r | I 



08/08/2003 21:03 FAX 212 753 6237 DARBY 6 DARBV PC 0011/0 

✓ 



) J f. (PREVIOUSLY PRESENTED) The nail varnish of claim^, wherein said 
xesent in an amount of less than about 5% of the total weight o/the composition. 




water is 



(PREVIOUSLY PRESENTED) The nail varnish of claim ^f. wherein said water is 
.resent in an amount of from about 0.4% to abom 25% of the t^ weight of the composition 
excluding said volatile solvent. 



ij. (PREVIOUSLY PRESENTED) The naU varnish of claim wherein said polymeric 
ihn forming agent is selected from the group consisting of hydr«^hobic polymers. 

(PREVIOUSLY PRESENTED) The nail varnish of claim ^wherein said hydrophobic 
polymer is selected from the group cotisisting of hydrophobic ceHuIose derivatives, 
hydrophobic methacrylic polymers, cellulose acetate phthalate, shellac, derivatives thereof, and 
mixtures thereof. 

\^p. (CU^mLY AMENDED) The nail varnish of claiii^. wherein said hydrophobic 
ceUulose derivative is ^ n tncl from thG cr n up oom j iu L iin i u f u t^ cellulose > 

(ORIGINAL) The nail varnish of clain/^ wherein said hydrophobic methacrylic 
polymer is selected from the group consisting /( methacrylic acid copolymer type B 
(USP/NP). methacrylic acid copolymer type C (USP/NF). ammonio methaciylate copolymer 
type B (USP/NF) and ammonio methacrylate copolymer type A (USP/NF), derivatives thereof, 
and mixtures thereof. 

75. CANCELED. 

M <^^^0"SLY PRESENTED) The nail varnish of claim / wherein said polymeric 
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film formmg agent is present in an amount of from about 8 % to about 35 % total weight of the 
composition excluding said volatile solvent. 

h ^W' (ORIGINAL) The nail varnish of claimW, wherein said polymeric film-forming agent 
» fis present in a weight ratio of polymer to antifungal agent from about 1 :0.0I to about 1 :0.3. 

if ^^^^"^"^^^ ^ «f claim 4^, wherein said polymeric film-forming agent 

i present in a weight ratio of polymer to kerat61ytic agent from about 1:0,01 to about 1:1. 

(CURRENTLY AMENDED) The nail varnish of claim 4^1 k wherein said polymeric 
^Im-fomiing agent is present in a weight ratio of polymer to antibjSerial agent from about 
1:0.01 to about 1:0.3. 

^1 f (CURRENTLY AMENDED) Tl,e nail varnish of claim 494f wherein said polymeric 
l^lm-forming agent is present in a weight ratio of polymer to antiviS agent from about 1:0.02 
to about 1:0.2. 

weight ratio of polymer to antiviral agent from about 1:0.02 to about 1:0.2. 

(CURRENTLY AMENDED) The nail varnish of claim 4*4; wherein said polymeric 
%lm-forming agent is present in a weight ratio of polymer to anti^iatic agent from about 
1:0.006 to about 1:0.15. 

^3 (PREVIOUSLY PRESENTED) The nail varnish of clain// fi^rther comprising a 

"'plasticizer. / 

^ij/ Jf. (ORIGINAL) The nail varnish of claim^, wherein said plasticizer is selected from the 
/group consisting of dibutyl sebacate, diethyl pi4alate, lanolin alcohols, mineral oil, 
petrolatum, polyethylene glycol, propylene glycol, triacetin. triethyl citrate, and mixtures 
thereof. 
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84. CANCELED. 



85. CANCELED. 



86. CANCELED. 




(ORIGINAL) The nail varnish of claim ^ wherein said volatile solvent is selected 
from the group consisting of an alcohol, a ketofe, and mixtures thereof. 

S^?^' ^^^^^^NAL) The naU varnish of claim^wherein said alcohol is selected from the 
feroup consisting of ethanol, isopropyl alcohol, methanol and mixtures thereof, and ftirther 
wherein said ketone is acetone. 

m. (ORIGINAL) The nail varnish of claim wherem said volatile solvent is a mixnire of 
/acetone and isopropyl alcohol, 

^ ^. (PREVIOUSLY PRESENTED) The naU varnish of claim^ wherein said volatile 
solvent is present in an amount of from about 60% to about 90% of the total weight of the 
composition. 

j/t. (ORIGINAL) The nail varnish of clain^^ wherein said acetone and said isopropyl 
/alcohol are present in a volumetric ratio of acetbne to isopropyl alcohol from about 1:4 to 
about 4:1. 

3 (ORIGINAL) he nail varnish of claim ^ wherein said solvent system fiirther includes 

at least one non-volatile solvent selected from^e group consisting of benzyl alcohol, benzyl 
benzoate. com oU. cottonseed oU. ethyl oleaie. glycerin, glycofural. isopropyl myristate. 
isopropyl pahnitate. mineral oil, peanut oU. polyethylene glycol, propylene glycol, propylene 
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carbonate, sesame oil, soybean oil, water, and mixtures thereof. 

^ ^ (PREVIOUSLY PRESENTED) A method of preparing a sustained release therapeutic 

varnish formulation, comprising the steps of: 

(a) preparing a solution comprising water and a volatile solvent; 

(b) adding water to the solution prepared in (a); 

(c) dissolving a keratolytic agent and an antifungal agent into the solution 
pr^ared in (b); 

(d) adding an humectant to the solution prepared in (c); and 

(e) dissolving a polymeric film forming agent in the solution prepared in (d); 
said film forming agent being selected so as to form a sustained release film upon application of 
the formulation on a naU and evaporation of said volatUe solvent, said sustained release fflm 
configured to trap water in contact with the nail and the surrounding tissues, 

94. CANCELED. 

^ 9i. (PREVIOUSLY .PRESENTED) The sustained release therapeutic nail varnish 
composition of claim^ fiirther comprising an excipient. 

(CURRENTLY AMENDED) A sustained release therapeutic nail varnish composition 
imprising: 

(a) an antifungal effective amount of an antifungal agent; 

(b) a keratolytic agent in an amount sufficient to increase and facilitate penetration of 
said antifimgal ap;ent into the nan pormnnhiTiti,r nf ^^ip n,^j|. 

(c) a humectant to trap water; 

(d) a liquid nail lacquer comn onent comp rising a polymeric film forming agent and a 
volatUe solvent : and 

(e) water; asd 
a volatile oolvont; 
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wherein upon application on a nail, the volatile solvent evaporates and a sustained release 
film coating forms on the surface of the nail, the sustained release fihu coating releasing the 
antifungal and keratolytic agents in respective effective amounts over a prolonged period of time 
and trapping water In contact with the nail; the humectant retaining water in the fihn; and said 
humectant and said water fitrther increasing permeability of the nail surface and stiU further 
facilitating penetration of the released antifungal agent below the nail surfece. 

'^4^. (PREVIOUS^PRESENTED) The sustained release therapeutic nail varnish 
composition of cUdm^fotther comprising an excipient. 

99, (CURRENTLY AMENDED) A method of treating a fungal infection comprising 
administering to a subject a fherapeuiicaUy effective amount of a sustained release therapeutic 
nail varnish con^)osition, wherein the composition comprises: 

(a) an antifungal amount of an antifungal agent; 

(b) a keratolytic agent in an amount sufficient to increase and facUitate 
penetration of said antifungal a^ent into the nail pormonhilit^^r nf tho nr.ii; 

(c) greater than 3 % (w/w) of a humectant to trap water in a film; 

(d) water in an amount sufficient to hydrate the nail and thereby to increase 
permeability of the nail in combination with said keratolytic agent; 

(e) a liquid nail lacquer con monent comp rising a polymeric film forming agent and 
a volatile solvent : aad 

(f) a volatilo oolvont; 

said fihn forming agent being selected so as to form a sustained release film upon application 
of said composition on a nail of said subject and evaporation of said volatile solvent, said 
sustained release film configured to trap water from said composition and maintain it in conuct 
with said naU. said water and said humectant in combination facilitating penetration of said 
antifimgal agent into the nail, and thereby enhancing effectiveness of said antifungal agent. 
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<^ *. (PREVIOUSLY PRESENTED) The method of claim 9(1 said formulation being suitable 

ror aDDlication bv snravma * 



in 



3r application by spraying 

(NEW) A sustained release therapeutic nail varnish composition comprising: 

(a) an antifungal effective amount of an antifungal agent; 

(b) a keratolytic agent in an amount sufficient to increase and facilitate 
penetration of said antifungal agent into the nail; 

(c) greater than 3 % (w/w) of a humectant to trap water; 

(d) water in an amount sufficient to hydrate the nail and thereby to ftuther increase 
permeability of the nail in combination with said keratolytic agent; 

(e) a liquid nail lacquer component comprising a polymeric film forming agent and 
a volatile solvent, said agent selected to form a sustained release fOm upon application 
of said composition on a nail afflicted with a fungal infection and evaporation of said 

volatile solvent, said film delivering to said nail water, antifungal agent and keratolytic agent 
from said composition over a prolonged period of time, said water and humectant agent further 
facilitating penetration of said antifungal agent into the nail and thereby enhancing 
effectiveness of said antifungal agent, 
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